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NOTE

2

A CONVENIENT SYNTHRESIS OF [METH.YLENE’-— g AND 3E]T0LAZ0LINE'

Manouchehr Saljoughian
School of Pharmaceutical Sciences, Iafahan University,Isfahan, Iran.
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X= ZH or 33 B

Drugs labelled with either radiocactive or stable itsotopes
have found wide use in atudies of drug metaboliem. Befor labelling,
the choice of {sotope and the sital(e) to be labelled are important
consideratione(1). It has been found that hydrogen (ZH and 3H)
labelling can readily be achteved and total cost are also low.
Tolazoline(2-benaylimidazoline) i8 an a-adrenergic agent and acts
pharmacologically as a peripheral vasodilator.Little is known
about the fate of Tolasoline in the body. We now report a convenient
synthesis of deuterated and tritiated Tolazoline, labelled in the
methylene group by addition of ethylenediamine to «-deuterated and
a-tritiated phenylacetonitrile in the presence of AZCZS(Z).

Experimental

[methulene-zﬂ and 3H]benzyl eyanide(3)
To benzyl cyanide(0.15ml) was added diozan (0.3ml),deuterated

water(0.5ml) and anhydrous scdium bicarbonate (25mg). After 24h at
oC
60

the mizture was cooled and extracted with ether and the extract
was dried over Na2504.RemovaZ of the solvent gave the deuterated
product. Preparation of [ a- 3E lbenzyl eyanide was carried out ad
above using tritiated water(40vl;5 Ci/ml)and a specifie activity of
80mCi/mmol was obtained.

[23 and °8) Tolazolinas(2)

Ethylenediamine(2.7ml} and deuterated benayl ocyanide(4.5g)
was added to a 100 ml three-nacked flask equipped with a
condenser, a thermometer and a etirrer. The mixture was shaken
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for % hour and AZCZS(SQ) was then slowly added. The tempsrature

was maintained below 4OOC

. Aft er the addition, the reaction
mizture was heated to 210°°€ during whieh time the solid
liquefiee. The reaction mizture was then added to dilute HCL(5%;
100ml) stirred and filtered. The filtrate was treated with active
charcoal(lg) and filtered. The resulting solution was then
neutralized by addition of dilute sodium hydroxide(5%) and the
Tolazoline freg base was extracted with CHzclz.Distillation of
the residue at 180°/10mm gaue 4.8g(ca.?5%)deuterated Tolazoline.
Deuterated Tolazoline hydrochloride(mp.174oc) vas prepared by the
passage of HCl gas through a solution of Tolazoline in ethyl
acetate. Tritiatad Tolazoline was also prepared as above, but in
a micro-scalae system (sp.aec.?76mCi/mmoll).

Por N.M.R. analusis of the deuterated and non-deuterated
drugs, a 10mg sample was dissolved in a deuterated solvent, a
trace of TMS was added and the 'H' spectra recorded at £0 M¥a
employing a Varian T-60spectremeter. The relative intensities of
the corresponding IH NMR peaks for unlabelled and labelled
materials were determined. The amount of incorporated label was
thus calculated at 78%(4).

REFERENCES;

1- J.A. Flvidge, J.R., Jones and M.Saljoughian, J. Pharm.
Pharmacol. 6§08-511, 31 , 1979.

2- M.J. Cook, A.R. Kutritaky and S. Nadji, J.Chem. Soc.
Perkin II. 211, 1976.

3- J.P. Bloxeidge, J.A. Elvidge, J.R. Jones, R.B.Mana
and M.Saljoughian, Org. Mag. Res. vol. 12, No 10, 1979.

4- M.Saljoughian, Ph.D Thesis, University of Surray,
England 1879.





